PATENT COOPERATION TREATY 

PCT 



^V*^" ^ INTERNATIONAL PRELIMINARY EXAMINATION REPORT 



5^ 



o 



TECH CENTER 1 WO/2900 



(PCT Article 36 and Rule 70) 



Applicant's or agent's file reference 
09276 


? TT — 

_ rk _ > _ ti __ u __ A/ ™ frkXJ SeeNotificationofTransmittaloflnternational Preliminary 
FOR FURTHER ACTION Examination Report (Form PCT/IPEA/4 1 6) 


International application No. ( 
PCT/JP98/04934 


International filing date (day/month/year) 
30 October 1998 (30.10.98) 


Priority date (day/month/year) 

05 November 1997 (05.1 1.97) 


International Patent Classification (IPC) or national classification and IPC 
A61K 38/00-38/58, C07K 14/47, 14/745, 14/81, 1/14-1/36 


Applicant 

YOSHITOMI PHARMACEUTICAL INDUSTRIES, LTD. 



This international preliminary examination report has been prepared by this International Preliminary Examining Authority 
and is transmitted to the applicant according to Article 36. 



2. This REPORT consists of a total of , 



. sheets, including this cover sheet. 



This report is also accompanied by ANNEXES, i.e., sheets of the description, claims and/or drawings which have been 



amended and are the basis for this report and/or sheets containing rectifications made before this Authority (see Rule 
70. 1 6 and Section 607 of the Administrative Instructions under the PCT). 



These annexes consist of a total of _ 



1 



sheets. 



3. This report contains indications relating to the following items: 
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INTERNATIONAL PRELIMINARY EXAMINATION REPORT 



International application No. 

PCT/JP98/04939 



I. Basis of the report 



1. With regard to the elements of the international application:* 
| | the international application as originally filed 

DKI the description: 

pages 1-21 

pages 
pages 



_ j as originally filed! 

, filed with the demand 



, filed with the letter of 



the claims: 

pages 

pages 

pages 
pages 



7,9-11 



, as originally filed 

, as amended (together with any statement under Article 1 9 
, filed with the demand 



1,2,4-6,8 



filed with the letter of 22 October 1999 (22.10.1999) 



the drawings: 
pages 

pages 

pages 



, as originally filed 

, filed with the demand 



, filed with the letter of 



the sequence listing part of the description: 

pages 

pages 

pages 



1/2-2/2 



, as originally filed 

_ , filed with the demand 



filed with the letter of 



2. With regard to the language, all the elements marked above were available or furnished to this Authority in the language in which 
the international application was filed, unless otherwise indicated under this item. 

These elements were available or furnished to this Authority in the following language which is* 

□ 

the language of a translation furnished for the purposes of international search (under Rule 23. 1(b)). 

□ 

the language of publication of the international application (under Rule 48.3(b)). 

the language of the translation furnished for the purposes of international preliminary examination (under Rule 55.2 and/ 
or 55.3). 

3. With regard to any nucleotide and/or amino acid sequence disclosed in the international application, the international 
preliminary examination was carried out on the basis of the sequence listing: 

contained in the international application in written form. 

filed together with the international application in computer readable form. 

furnished subsequently to this Authority in written form. 

furnished subsequently to this Authority in computer readable form. 

The statement that the subsequently furnished written sequence listing does not go beyond the disclosure in the 
international application as filed has been furnished. 

The statement that the information recorded in computer readable form is identical to the written sequence listing has 
been furnished. 



□ 
□ 
□ 
□ 



□ 



The amendments have resulted in the cancellation of: 

the description, pages 

DKI the claims, Nos. 3 

□ 



the drawings, sheets/fig _ 



^ I 1 This report has been established as if (some of) the amendments had not been made, since they have been considered to go 
— ' beyond the disclosure as filed, as indicated in the Supplemental Box (Rule 70.2(c)).** 

* Replacement sheets which have been furnished to the receiving Office in response to an invitation under Article 14 are referred to 
in this report as "originally filed" and are not annexed to this report since they do not contain amendments (Rule 70, J 6 
and 70.17). 

** Any replacement sheet containing such amendments must be referred to under item 1 and annexed to this report 
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V. Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial applicability; 
citations and explanations supporting such statement 



Statement 
Novelty (N) 

Inventive step (IS) 
Industrial applicability (IA) 



Claims 
Claims 

Claims 
Claims 

Claims 
Claims 



1, 2, 4-11 



1, 2, 4-11 



1/ 2, 4-11 



YES 
NO 
YES 
NO 

YES 
NO 



2. Citations and explanations 

Document 1: JP, 9-286797, A (The Green Cross Corp.), 

November 4, 1997 (04.11.97) 
Document 2: Toulon, P. et al . , "Purification of Heparin 

Cof actor II from Human Plasma", J. 

Chromatogr., 1991, Vol. 539, No. 2, pp. 493- 

500 

Document 3 : Petzelbauer, E. et al., "Modulation of Heparin 
Cofactor II Activity by Glycosaminoglycans and 
Adhesive Glycoproteins", Throms . Res., 1992, 
Vol. 66, pp. 559-567 

Document 4:Yamagishi, R., et al . , "Purification and 

Biological Property of Heparin Cofactor II: 
Activation of Heparin Cofactor II and 
Antithrombin III by Dextran Sulfate and 
Various Glycosaminolycans" , Thromb. Res., 
1984, Vol. 36, pp. 633-642 



Explanation: 

Document 1 (Claim 4; paragraph 0031 to 0034; 
(Embodiment 2)), Document 2 (Abstract; Purification of 
HCII; and Table I), Document 3 (Abstract; Materials and 
Methods; and Fig. 1) and Document 4 (Materials and Methods 
( Purification of HCII ) ) cited in the international search 
report disclose methods for purification of heparin 
Form PCT/IPEA/409 (Box V) (January 1994) " " 
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International application No. 
PCT/JP 98/04939 



cof actor II (hereinafter referred to as "HCII" ) using 
methods such as the division processing of polyethylene 
glycol (hereinafter referred to as "PEG") or salting-out 
by means of ammonium sulfate. 

However, HCII is obtained in the above-mentioned PEG 
division processing and the salting-out processing as a 
sediment. As the applicant emphasises in the specification 
of this application, since HCII has a higher solubility 
than a low-molecular factor in a PEG or ammonium sulphate 
water solution, when HCII is obtained as a sediment, the 
low-molecular factor naturally contaminates said HCII 
sediment. None of the cited documents disclose the 
technical concept of separating the low-molecular factor 
and the drug containing HCII obtained using the methods 
disclosed in the cited documents cannot be acknowledged to 
not materially contain a low-molecular factor. 

Therefore, the invention disclosed in Claims 1, 2, 4 to 
11 is novel and involves an inventive step. 

Moreover, the invention disclosed in Claims 1, 2, 4 to 
11 is industrially applicable. 
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INTERNATIONAL SEARCH REPORT 

A CLASSIFICATION OF SUBJECT MATTER " 

Int. CI 6 A61K38/00-38/58, C07K14/47, C07K14/74 
C07K1/14-1/36 
According to International Patent Classification (IPQ or to both national classification a 
B. FIELDS SEARCHED 


International application No. 
PCT/JP98/04939 

5, C07K14/81, 
nd IPC 


Minimum documentation searched (classification system followed by classification symbols) ' ■ 

Int. CI 6 A61K38/00-38/58, C07K14/47, C07K14/745, C07R14/81 
C07K1/14-1/36 ' 


Documentation searched other than minimum documentation to the extent that such documents are included in the fields searched 


mec Sp^TsTNtr" (name ° f dau base ^ practicabie> search terms ^ 


C. DOCU 


MENTS CONSIDERED TO BE RELEVANT 


Category* 


Citation of document, with indication, where appropriate, of the relevant passages 


Relevant to claim No. 


X 
Y 

X 
Y 

X 
Y 


JP, 9-286797, A (The Green Cross Corp.)/ 
4 November, 1997 (04. 11. 97), 

Refer to Par. Nos. [0016] to [0021], [0031] to [0034] 
(Family: none) 

TOULON, P. et al., "Purification of heparin cofactor 
II from human plasma" J. Chromatogr., 1991, Vol. 539, 
No. 2, p. 493-500, refer to ABSTRACT, Purification of 
HCII, TABLE I 

PETZELBAUER, E. et al . , "MODULATION OF HEPARIN 
COFACTOR II ACTIVITY BY GLYCOS AMI NOGLY CANS AND 
ADHESIVE GLYCOPROTEINS" Thromb. Res., 1992, Vol. 66, 
p. 559-567, refer to ABSTRACT, MATERIALS AND METHODS, 
Fig. 1 


1-10 
11 

1-4, 6-9 
5, 10, 11 

1-4, 6, 7 
8-11 


"x"} Further documents are listed in the continuation of Box C. | | See patent family annex. 


* Special categories of cited documents: T later document published after the international filing date or priority 
"A" document defining the general state of the art which is not date and not in conflict with the application but cited to understand 

considered to be of particular relevance the principle or theory underlying the invention 
"E" earlier document but published on or after the international filing date "X" document of particular relevance; the claimed invention cannot be 
"L" document which may throw doubts on priority claim(s) or which is considered novel or cannot be considered to involve an inventive step 

cited to establish the publication date of another citation or other when the document is taken alone 

special reason (as specified) "Y* document of particular relevance; the claimed invention cannot be 
"O" document referring to an oral disclosure, use, exhibition or other considered to involve an inventive step when the document is 

means combined with one or more other such documents, such combination 
"P" document published prior to the international filing date but later than being obvious to a person skilled in the art 

the priority date claimed "&* document member of the same patent family 


Date of the actual completion of the international search 
17 February, 1999 (17. 02. 99) 


Date of mailing of the international search report 
2 March, 1999 (02. 03. 99) 


Name and mailing address of the ISA/ 

Japanese Patent Office 


Authorized officer 
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C (Continuation). DOCUMENTS CONSIDERED TO BE RELEVANT 



Category* 



Citation of document, with indication, where appropriate, of the relevant passages 



Relevant to claim No, 



YAMAGISHI, R., et al . , "PURIFICATION AND BIOLOGICAL 
PROPERTY OF HEPARIN COFACTOR II: ACTIVATION OF 
HEPARIN COFACTOR II AND ANTITHROMBIN III BY DEXTRAN 
SULFATE AND VARIOUS GLYCOSAMINOL YCANS * 
Thromb. Res., 1984, Vol. 36, p. 633-642, MATERIALS AND 
METHODS (Purification OF iir.Tj } f re fer to TABLE 1 

JP, 2-167232, A ( As ahi Chemical Industry Co . , Ltd.), 
27 June, 1990 (27. 06. 90), 
Refer to Claims (Family: none) 

JP* 3-128398, A (The Green Cross Corp.), 
31 May, 1991 (31. 05. 91), 
Refer to the full text 
& EP, 408029, Al & US, 5138034, A 

EP, 416983, Al (CENTRE REGIONAL DE TRANSFUSION 
SANGUINE DE LILLE), 
13 March, 1991 (13. 03. 91), 
Refer to the full text 
& JP, 4-124199, A & US, 5679776, A 

US, 5219995, A (ALPHA THERAPEUTIC CORPORATION), 
15 June, 1993 (15. 06. 93), 
Refer to the full text 

& WO, 94/01466, Al & EP, 607392, Al 
& JP, 6-511018, A 

EP, 496725, A2 (IMMUNO AKTIENGESELLSCHAFT) , 
29 July, 1992 (29. 07. 92), 
Refer to the full text 
& US, 5281661, A & US, 5409990, A 
& JP, 4-295432, A 



1-4, 6, 7 
8-11 
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Hajime Takashima 

Yuki Bldg., 3-9, Hiranomachi 3-chome 
Chuo-ku, Osaka 541-0046 Japan 



WRITTEN OPINION 

(PCT Rule 66) 



Date of mailing 
( day! monthly ear) 



24.08.99 



Applicant's or agent's file reference 



09276 



REPLY DUE within 2 months 

from the above date of mailing 



International application No. 
PCT/JP98/04939 



International filing date (day J month/year) 
30.10.98 



Priority date (day! month/year) 
05.11.97 



International Patent Classification (IPQ Int. CI 6 

A61K38/00-38/58, C07K14/47, C07K1 4/745, O07K14/81, C07K1/14-1/36 
Applicant 



Yoshitomi Pharmaceutical Industries, Ltd. 



1. This written opinion is the first (first, etc.) drawn up by this International Preliminary Examining Authority. 

2. This report contains indications and corresponding pages relating to the following items: 

I [X] Basis of the opinion 

II [ ] Priority 

III [ ] Non-establishment of opinion with regard to novelty, inventive step and industrial applicability 

IV [ ] Lack of unity of invention 

V [X] Reasoned statement under Rule 66.2(a)(ii) with regard to novelty, inventive step or industrial applicability; 

citations and explanations supporting such statement 

VI [ ] Certain documents cited 

VII [ ] Certain defects in the international application 

VIII [ ] Certain observations on the international application 

3. The applicant is hereby invited to reply to this opinion. 

When? See the time limit indicated above. The applicant may, before the expiration of that time limit, request this Authority 
to grant an extension, see Rule 66.2(d). 

How? By submitting a written reply, accompanied, where appropriate, by amendments, according to Rule 66.3. 

For the form and the language of the amendments, see Rules 66.8 and 66.9. 

Also For an additional opportunity to submit amendments, see Rule 66.4. 

For the examiner's obligation to consider amendments and/or argument , see Rule 66 Abis. 
For an informal communication with the examiner, see Rule 66.6. 



If no reply is filed, the international preliminary examination report will be established on the basis of this opinion. 

05.03.00 



4. The final date by which the international preliminary 

examination report must be established according to Rule 69.2 is: 



Name and mailing address 


Authorized officer 


4C 


9639 


Japanese Patent Office (IPEA/JP) 


Examiner 






4-3, Kasumigaseki 3-chome 


Ikuji Ohya 






Chiyoda-ku, Tokyo 100-8915 Japan 


Telephone No. 03-3581-1101 extension 3452 



Form PCT/IPEA/408 (cover sheet) (July 1998) 



WRITTEN OPINION 



L Basis of the opinion 



Intern, application No.PCT/JP98/04939 



1. This opinion has been drawn up on the basis of (Substitute sheets which have been furnished to the receiving 



Office in response to an invitation under Article 14 are referred to in this 



opinion as "originally filed".): 



[X ] the international application as originally filed. 

[ ] the description, pages __ 

pages 

pages 



[ ] the claims, Nos. 

Nos. 

Nos. 

Nos. 

[ ] the drawings, sheets/fig 
sheets/fig 
sheets/fig 



as originally filed, 
filed with the demand, 
_, filed with the letter of _ 

y as originally filed, 



, as amended under Article 19, 

filed with the demand, 
_, filed with the letter of 

as originally filed, 
_, filed with the demand, 

filed with the letter of _ 



2. The amendments have resulted in the cancellation of: 

[ ] the description, pages 

[ ] the claims, Nos. 

[ ] the drawings, sheets/fig 



3 This international application contains nucleotide or amino acid sequences, and this opinion was formed based on 
the following Sequence Listing. 

[ 



] The Sequence Listing in writing included in this international application. 
[ ] The Sequence Listing in flexible disc submitted together with this international application 
[ ] The Sequence Listing in writing submitted to this International Preliminary Examination (or Search) 
Authority after filing. } 

[X ] The Sequence Listing in flexible disc submitted to this International Preliminary Examination (or Search) 
Authority after filing. v ' 

[ ] A statement was submitted that the Sequence Listing in writing submitted after filing does not include 
an item beyond the range of disclosure of the international application at the time of filing 

[X ] A statement was submitted that the sequences depicted in the Sequence Listing in writing and the 
sequences recorded in the Sequence Listing in flexible disc are the same. 

4. The following documents were deleted by amendment. 

[ ] specification page 

[ ] claims claim 

[ ] drawings page/Fig. of Fig. 



[ ] This opinion has been established as if (some of) the amendments had not been made, since they have been 
considered to go beyond the disclosure as filed (Rule 70.2(c)): 
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V. Reasoned statement under Rule 66.2(a)(ii) with regard to novelty, inventive step and industrial applicability; 
citations and explanations supporting such statement 



1. STATEMENT 

Novelty (N) Claims Yes 5. 10, 11 

Claims No 1-4, 6-9 

Inventive Step (IS) Claims Yes 

Claims No 1-1 1 

Industrial Applicability (LA) Claims Yes 1-11 

Claims No 



2. CITATIONS AND EXPLANATIONS 

Reference 1:JP 9-286797 A (The Green Cross Corporation) ( 04 . 11 . 97 ) 

Reference 2:TOULON, P- et al . , 'Purification of heparin cof actor II 
from human plasma' J- Chromatogr. , 1991, Vol. 539, No. 2, p. 493-500 

Reference 3 :PETZELBAUER, E - et al . , 'MODULATION OF HEPARIN COFACTOR 
II ACTIVITY BY GLYCOSAMINOGLYCANS AND ADHESIVE GLYCOPROTEINS' Thromb. 
Res., 1992, Vol. 66, p. 559-567 

Reference 4 : YAMAGISHI , R. , et al., 'PURIFICATION AND BIOLOGICAL 
PROPERTY OF HEPARIN COFACTOR II: ACTIVATION OF HEPARIN COFACTOR II AND 
ANT I THROMB IN III BY DEXTRAN SULFATE AND VARIOUS GLYCOSAMINOLYCANS ' 
Thromb. Res., 1984, Vol. 36, p. 633-642 

Reference 5:JP 2-167232 A (Asahi Chemical Industry Co., Ltd.) 
(27.06.90) 

EXPLANATIONS 

Reference 1 at claim 4 and paragraphs 0031 - 0034 (Example 2) discloses 
that a highly pure heparin cof actor II (hereinafter HCII) having a purity 
of 99% can be obtained by successive immobilized heparin treatment, 
polyethylene glycol fractionation, ion exchange chromatography and gel 
filtration chromatography when purifying HCII, and paragraph 0035 
discloses that the highly pure HCII can be used as a pharmaceutical 
product . 

In ABSTRACT, "Purification of HCII" and TABLE I of Reference 2, a 
purification method of HCII is disclosed, which uses salting out instead 
of polyethylene glycol fractionation, from among the treatments recited 
in Reference 1. 
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Therefore, the invention defined in claims 1-4 and 6-9 does not have 
novelty . 

In paragraph 0021 of Reference 1, it is disclosed that HCII is subjected 
to treatments such as heating, sterilization, removal by filtration 
and the like where necessary. Removal of viruses for the production 
of a protein preparation is a routine method and a heat treatment is 
well known for this purpose. In addition, filtration using a hollow 
fiber is known from the claims of Reference 5. Therefore, it is obvious 
to those of ordinary skill in the art to further apply these treatments 
to HCII. The effect achieved thereby is not considered to be 
exceptional . 

Therefore, the invention defined in claims 1-11 does not have an inventive 
step. 

In ABSTRACT, "MATERIALS AND METHODS" and Fig. 1 of Reference 3, it 
is disclosed that HCII is purified by fractionation with polyethylene 
glycol and subsequent immobilized heparin treatment. In MATERIALS 
AND METHODS (Purification of HCII) of Reference 4, it is disclosed 
that HCII is purified by salting out. 

Therefore, claims 1-4, 6 and 7 do not have novelty. 

Claim 4 and paragraphs 0031 - 0034 (Example 2) of Reference 1, and 
ABSTRACT, "Purification of HCII" and TABLE I of Reference 2 disclose 
that HCII is purified by a suitable combination of polyethylene glycol 
fractionation or salting out with ion exchange chromatography and gel 
filtration chromatography . 

As pointed out in the above, removal of viruses for the production 
of a protein preparation is a routine method and a heat treatment is 
well known for this purpose. In addition, filtration using a hollow 
fiber is known from the claims of Reference 5 . Therefore, it is obvious 
to those of ordinary skill in the art to further apply these treatments 
to HCII. The effect achieved thereby is not considered to be 
exceptional . 

Therefore, the invention defined in claims 1-11 does not have an inventive 
step. 

The invention defined in claims 1-11 has industrial applicability. 
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NOTIFICATION OF ELECTION 
(PCT Rule 61.2) 


To: 

United States Patent and Trademark 

(Box PCT) 
Crystal Plaza 2 
Washington, DC 20231 
ETATS-UNIS D'AMERIQUE 

in its capacity as elected Office 


Date of mailing (day/month/year) 
12 July 1999(12.07.99) 




International application No. 

PCT/JP98/04939 


Applicant's or agent's file reference 

09276 


International filing date (day/month/year) 

30 October 1998 (30.10.98) 


Priority date (day/month/year) 

05 November 1997 (05.11.97) 


Applicant 

GOTO, Takashi et al 



1. The designated Office is hereby notified of its election made: 

| X | in the demand filed with the International Preliminary Examining Authority on: 

27 May 1999 (27.05.99) 



| | in a notice effecting later election filed with the International Bureau on: 



2. The election | X| was 

| | was not 
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OF COPIES OF TRANSLATION 
OF THE INTERNATIONAL PRELIMINARY 
EXAMINATION REPORT 

(PCT Rule 72.2) 


To: 

TAKASHIMA, Hajime '7. 
Yuki Buildina r-^-^xiM^Mz *<*A 
3-9, Hiranomachi 3-chome Jlty 1 q r, ^ ! 
Chuo-ku, Osaka-shi i ' " ^ | 


Date of mailing (day/month/year) 

06 Junp 9nnn /DR nfi nn\ 


Applicant's or agent's file reference 
09276 


IMPORTANT NOTIFICATION 


International application No. 
PCT/JP98/04939 


International filing date (day/month/year) 
30 October 1998 (30.10.98) 


Applicant ~ 

YOSHITOMI PHARMACEUTICAL INDUSTRIES, LTD. et al 

1 — _______ —4 



1. Transmittal of the translation to the applicant 

The International Bureau transmits herewith a copy of the English translation made &y the ' 
nternationa Bureau of the international preliminary examination report established by the 1 
International Preliminary Examining Authority. : * 

c > 

2. Transmittal of the copy of the translation to the elected Offices. -. - 

The International Bureau notifies the applicant that copies of that translation have been 
transmitted to the following elected Offices requiring such translation: 

EPA^AU^R^A^H^NX^DE^^NCNZ^URCRU^^US 



■ t 



The following elected Offices, having waived the requirement for such a transmittal at this time 
will receive copies of that translation from the International Bureau only ufrnlS^uilt? 

VNYUZWOA D ' M G^K,MN,MW,MX,PT,SD,SE,SG # SI,SL,TJ,TM,TR,TT,UA,UG,UZ, 



3. Reminder regarding translation into (one of) the official ianguage(s) of the elected Office(s). 

IllnSWf"* iS r l em J" d ?d that, where a translation of the international application must be 
furnished to an elected Office, that translation must contain a translation of any annexes to the 
international preliminary examination report. 

Itis ! the applicant's i responsibility to prepare and furnish such translation directly to each elected 
Office concerned (Rule 74.1). See Volume II of the PCT Applicant's Guide for further details. 
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121 1 Geneva 20, Switzerland 
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Authorized officer 

Luis Hernandez 

Telephone No. (41-22) 338.83.38 
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Applicant's or agent's file reference 
09276 


FOR FT TO twit p a<-ttom SeeNotiflcati o n ofTransrnittaloflnternationai Preliminary 
AC 1 1UIN Examination Report (Form PCT/IPEA/4 1 6) 


International application No. 

PCT/JP98/04939 


International filing date (day/month/year) 

30 October 1998 (30.10.98) 


Priority date {day/month/'year) 

05 November 1997 (05.1 1.97) 


International Patent Classification (IPC) or national classification and IPC 
A61K 38/00-38/58, C07K 14/47, 14/745, 14/81, 1/14-1/36 


Applicant 

YOSHITOMI PHARMACEUTICAL INDUSTRIES, LTD. 



1 . This international preliminary examination report has been prepared by this International Preliminary Examining Authority 
and is transmitted to the applicant according to Article 36. 



2. This REPORT consists of a total of 



. sheets, including this cover sheet. 



This report is also accompanied by ANNEXES, i.e., sheets of the description, claims and/or drawings which have been 
amended and are the basis for this report and/or sheets containing rectifications made before this Authority (see Rule 
70.16 and Section 607 of the Administrative Instructions under the PCT). 



These annexes consist of a total of 



1 



sheets. 



3. This report contains indications relating to the following items: 
Basis of the report 
Priority 

Non-establishment of opinion with regard to novelty, inventive step and industrial applicability 
Lack of unity of invention 

Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial applicability; 
citations and explanations supporting such statement 

Certain documents cited 

Certain defects in the international application 

Certain observations on the international application 
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LXJ 


II 
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III 
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IV 
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V 
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VII 
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VIII 


□ 



Date of submission of the demand 

27 May 1999 (27.05.99) 


Date of completion of this report 

14 December 1999 (14.12.1999) 


Name and mailing address of the IPEA/JP 
Facsimile No. 


Authorized officer 
Telephone No. 
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I. Basis of the report 



International application No. 

PCT/JP98/04939 



I. With regard to the elements of the international application:* 
| | the international application as originally filed 
1^1 the description: 

Pages i-2i 

pages 

pages 



, filed with the letter of 



, as originally filed; 1 

, filed with the demand 



^ the claims: 
pages 



7,9-11 



pages 


, as amended (together with anv stntempnt nnH^r Af+;~i A in 


pages 




, filed with the demand 


Pages 1,2,4-6,8 


. filed with the IPttT of 


22 October 1999 (22.10.1999) 


the drawings: 






pages 


1-3 


, as originally filed 


pages 




, filed with the demand 


pages 


. filed with the lettp r 0 f 




the sequence listing part of the description: 






pages 


1/2-2/2 


oc r«ri/»i'nnlli> 1 «.*4 


pages — ' ~ v " iCU 


pages 


. filed with the letter 0 f 





2 - p££S£3$%SS2?« S^SS^S££tf raished 10 -* Authority in * e language in which 

These elements were available or furnished to this Authority in the following language which is- 

LJ the language of a translation furnished for the purposes of international search (under Rule 23 . 1 (b)). 
LJ the language of publication of the international application (under Rule 48.3(b)). 

i C 55 3) Ua8C ° f tranSlati ° n furnished for me Ptoses of international preliminary examination (under Rule 55.2 and/ 

3. With regard to any nucleotide and/or amino acid sequence disclosed in the international application the international 
preliminary examination was carried out on the basis of the sequence listing: ""emauonai application, the international 

123 contained in the international application in written form. 

□ filed together with the international application in computer readable form. 
| — I furnished subsequently to this Authority in written form 

□ furnished subsequently to this Authority in computer readable form. 

□ The statement that the subsequently furnished written sequence listing does not go beyond the disclosure in the 
international application as filed has been furnished. 

ISI The statement that the information recorded in computer readable form is identical to the written sequence listing has 
been furnished. ^ 6 

The amendments have resulted in the cancellation of 

the description, pages 

the claims, Nos. 3 



□ 

the drawings, sheets/fig . 



5 Q This report has been established as if (some of) the amendments had not been made, since they have been considered to go 
beyond the disclosure as filed, as indicated in the Supplemental Box (Rule 70.2(c)).** 

^ ftSr«»^f^^ have been furnished to the receiving Office in response to an invitation under Article 14 are referred to 
and W H) anally filed and are not annexed to this report since they do not contain amendments (Rule 70.16 

* Any replacement sheet containing such amendments must be referred to under item 1 and annexed to this report. 
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Intuitional application No. 
PCT/JP 98/04939 



V. Ironed statement under Article 35(2) with regard to novelty, inventive step or industrial applicability- 
citations and explanations supporting such statement ^yyu^uuuy. 



1. 


Statement 












Novelty (N) 


Claims 




1/ 2, 4-11 


YES 






Claims 






NO 




Inventive step (IS) 


Claims 




1/ 2, 4-11 


YES 






Claims 






NO 




Industrial applicability (IA) 


Claims 




1/ 2, 4-11 


YES 






Claims 






NO 


2. 


Citations and explanations 












Document 1 : JP, 9-286797, A 
November 4, 1997 


(The 
(04. 


Green Cross Corp.), 
11.97) 





Document 2 : Toulon, P. et al . , "Purification of Heparin 
Cof actor II from Human Plasma", J. 
Chromatogr., 1991, Vol. 539, No. 2, pp. 493- 
500 

Document 3 : Petzelbauer, E. et al . , "Modulation of Heparin 
Cofactor II Activity by Glycosaminoglycans and 
Adhesive Glycoproteins", Throms. Res., 1992, 
Vol. 66, pp. 559-567 

Document 4:Yamagishi, R., et al . , "Purification and 

Biological Property of Heparin Cofactor II: 
Activation of Heparin Cofactor II and 
Antithrombin III by Dextran Sulfate and 
Various Glycosaminolycans", Thromb. Res., 
1984, Vol. 36, pp. 633-642 



Explanation: 

Document 1 (Claim 4; paragraph 0031 to 0034; 
(Embodiment 2)), Document 2 (Abstract; Purification of 
HCII; and Table I), Document 3 (Abstract; Materials and 
Methods; and Fig. 1) and Document 4 (Materials and Methods 
(Purification of HCTT ) ) cited in the international search 
report disclose met hods for purification of heparin 

FormPCT/IPEA/409 (BoxV) (January 1994) 
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"cofactor II (hereinafter referred to as "HCII") using 
methods such as the division processing of polyethylene 
glycol (hereinafter referred to as "PEG" ) or salting-out 
by means of ammonium sulfate. 

However, HCII is obtained in- the above-mentioned PEG ' : 
division processing and the salting-out processing as a 
sediment. As the applicant emphasises in the specification 
of this application, since HCII has a higher solubility 
than a low-molecular factor in a PEG or ammonium sulphate 
water solution, when HCII is obtained as a sediment, the 
low-molecular factor naturally contaminates said HCII 
sediment. None of the cited documents disclose the 
technical concept of separating the low-molecular factor 
and the drug containing HCII obtained using the methods 
disclosed in the cited documents cannot be acknowledged to ■ 
not materially contain a low-molecular factor. 

Therefore, the invention disclosed in Claims 1, 2, 4 to 
11 is novel and involves an inventive step. 

Moreover, the invention disclosed in Claims 1, 2, 4 to 
11 is industrially applicable. 
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